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Quiz

 A trial is designed perfectly with predefined 

methodology per SPIRIT guideline

 The trial begins randomising patients

What are the greatest treaths to the validity of the 
trial results?



Quiz

1.Not to reach the sample size 

2.Missing data



Missing data in randomised 

trials



Types of  missing data 

 Patients do not receive the allocated trial 

intervention

 NOT MISSING DATA !!

 Impossible to get the data, e.g., QOL assessment if  

a patient dies

 Withdrawel of  informed consent (no use of  data)

 Lost to follow-up



If  missing data occur, can the 

problems be fixed ?



Typical mechanisms 

causing missing data

 Missing completely at random (MCAR)

 Missing at random (MAR)

 Missing not at random (MNAR) 



Multiple impution



Best technique to handle 

missing data

 AVOID MISSING DATA

 Best-worst worst best analyses show the range of  

uncertainty



Missing data are one of  the 

greatest threats to a well-

designed trial 



The biggest threat to the 

SafeBoosC-III follow up 

study?

Missing data

Marie Isabel Skov Rasmussen, PhD student,                          

study manager of  the SAfeBoosC-III follow up study



Loss to follow up in neonatal trials: 

what do we know?

 Families who are lost to follow up may have lower
socioeconomic status

 Maternal education

 Maternal age

 Foreign born

 Difficulties tracing families who move

 Lack of  time due to other family obligations or work

 Financial barriers 

 Not wanting to be reminded of  the circumstances of  the 
child’s birth



What children are

usually lost to follow

up in studies?



Study (all published
in NEJM)

Number of 
randomisation
s

Primary outcome Follow up % at 
approx 2 years

Blinding

CAP trial:
Long-term effects of  

caffeine therapy for 

Apnea of  Prematurity

2006 Dichotomous: death or 

moderate to severe

neurodevelopmental

impairment at 18 months
based on clinical data 

93,2 % Not described

INIS trial: 
Treatment of  Neonatal 

Sepsis with 

Intravenous Immune 

Globulin

3493 Dichotomous: death or 

major disability at 2 years of 
age based on parental 

questionnaires

96,7 % Double blinded

PENUT trial:
A Randomised trial of  

erythropoietin for 

neuroprotection in 

preterm infants

941 Dichotomous: death or 

severe neurodevelopmental 

impairment at 22 to 26 
months based on clinical 

data

79 % Double blinded

SIFT trial: 
Controlled Trial of  

Two Incremental Milk-

Feeding Rates in 

Preterm Infants

2804 Dichotomous: survival 

without moderate or severe 

neurodevelopmental 

disability at 24 months 
based on clinical data and 

parental questionnaire

88 % Unblinded
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How to minimise loss to follow

up?

 Work hard to get both clinical data and parental 
questionnaires

 As soon as possible, think about what children
might be in risk of  loss to follow up

 Identify the low ressource families and keep in 
contact with them

 Families who move - how do we get the data?

 Use the parental questionnaire  

 By phone?

 At the follow-up clinic?


